Background: Active research is being conducted to determine the prognosis for breast cancer. However, the uncertainty is a major obstacle in this domain of medical research. In that context, explanation-aware computing has the potential for providing meaningful interactions between complex medical applications and users, which would ensure a significant reduction of uncertainty and risks. This paper presents an explanation-aware agent, supported by Intensive Knowledge-Distributed Case-Based Reasoning Classifier (IK-DCBRC), to reduce the uncertainty and risks associated with the diagnosis of breast cancer. Methods: A meaningful explanation is generated by inferring from a rule-based system according to the level of abstraction and the reasoning traces. The computer-aided detection is conducted by IK-DCBRC, which is a multiagent system that applies the case-based reasoning paradigm and a fuzzy similarity function for the automatic prognosis by the class of breast tumors, i.e. malignant or benign, from a pattern of cytological images. Results: A meaningful interaction between the physician and the computer-aided diagnosis system, IK-DCBRC, is achieved via an intelligent agent. The physician can observe the trace of reasoning, terms, justifications, and the strategy to be used to decrease the risks and doubts associated with the automatic diagnosis. The capability of the system we have developed was proven by an example in which conflicts were clarified and transparency was ensured.
Introduction
Cancer refers to a group of maladies characterized by uncontrolled cell proliferation in normal tissue of the body. Three proprieties can distinguish between malignant and benign tumors: 1) uncontrolled growth, 2) invasion, and 3) metastasis (1) . According to previous research, the risk factors of cancer include the use of tobacco and alcohol (2, 3) , obesity and inactivity (4, 5) , nutritional insufficiencies, such as low intake of fruits and vegetables (6) , pollution (including indoor smoke from household use of solid fuels) (7) , and some sexually-transmitted infections, such as human papillomavirus (HPV) (8, 9) . Research also has proven that the risk of cancer increases with age (10) .
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Cancer caused about 8.2 million human deaths in 2012, with breast cancer accounting for 521,000 of the deaths (11) . The prognosis of breast cancer is a multi-disciplinary research domain that involves several specialities, including medicine, biology, psychology, and computer science. Also, some clinical techniques can be used for making diagnoses, e.g., microarray (12, 13) , mammography (12, 14, and 15) , and cytology (16, 17) . Several computational techniques are used for computer-aided detection of breast cancer, e.g., artificial neural networks ANNs (14, 16, and 18) , Bayes network (12, 18) , genetic algorithms (19) , fuzzy logic (14) , linear programing (LP) (20) , support vector machine (SVM) (18, 21) , and k-nearest neighbors (KNN) (17) . A promising result was generated by the intensive knowledge-distributed case-based reasoning classifier (IK-DCBRC) (22) , which implements fuzzy sets theory (23) and the Case-Based Reasoning and Distributed approach for the automatic detection of the class of malignancies from cytological images. To date, uncertainty, which is caused by several natural and technical factors, remains an important obstacle in obtaining an accurate diagnosis. These factors include faults in the measures that are taken and the uncertainty of reasoning systems. In the interest of overcoming these issues, some computational techniques have been introduced, including fuzzy sets theory (23, 24) , probability reasoning (12, 24) , and explanation-aware computing (25) .
In this work, we presented an intelligent agent, supported by IK-DCBRC, for explaining the prognosis of breast cancer. The agent that was developed uses a rule-based system that explains the reasoning trace, the strategy that was used, justification for the choice, and the terms that are used. The rest of this paper presents the IK-DCBRC system, explanation-aware computing, breast cancer prognosis and computer-aided detection, the explanation agent that was developed, and a discussion of the effectiveness of the proposed approach.
Material and Methods

IK-DCBRC System for computer-aided diagnosis
The case-based reasoning paradigm was implemented in several computer-aided medical diagnoses, some of which were reviewed in (26) . Also, the system used in this survey, i.e., IK-DCBRC, was mentioned in (22, 27) , and it has shown promising results for use in the diagnosis of cardiac arrhythmia (27) and breast cancer (22) . IK-DCBRC uses Distributed, Case-Based Reasoning by integrating a set of agents and a set of case bases, each of which contains cases from the same class (disease), and just one agent, called the Similarity agent, can inferred from this case base. An adaptation agent is integrated for selecting the class from the responses of the other agents. A knowledge base that contains the physician's rules also is inferred by the adaptation agent. Figure 1 shows the graphical user interfaces with the architecture of IK-DCBRC. The log files generated by the system contains all needed information for explanations since the agents' messages and the computed similarity measures of each similarity agent are included, as well as the uncertainty of the responses provided by adaptation rules and similarity parameters that were used. The breast cancer dataset used for machine learning and testing was collected and tested by O. L. Mangasarian and W. H. Wolberg (17, 20) . They did
so by applying linear programming and the k-nearest neighbor algorithm and achieved rates of correct classification results of 91.5 and 93.5%, respectively. Using IK-DCBRC and several different strategies (26) , the precision of the various approaches were determined, ranging from 98 to 100%.
Explanation-aware computing for medical applications
The concept of explanation is a common area of interest in several related domains, such as didactics, physics, cognitive systems, philosophy. Intelligent systems, as an applied science of cognitive systems, are complex systems that are used by a wide variety of critical applications in which uncertainty represents an important risk. Under these circumstances, the explanation of the behaviors of intelligent systems becomes a necessity for a trusted interaction between the users and these complex systems. Several researchers have introduced the explanation concept in their intelligent systems, which are used to generate a variety of extensions for ensuring pragmatism in the humanmachine interaction process.
The uncertainty in medical applications is an important issue that has been considered by several of the systems that have been developed. The meaningful interaction proposed by explanation systems impacts the uncertainty and can reduce the risks in the medical applications. Explanation-aware computing in computer-aided diagnosis is a complex task in which machine learning can be used as discussed in (28) . In the existing systems that support the explanation, there are four forms:  Reasoning traces as in (29) in which the explainer generates the trace of reasoning processes  Justifications as in (30) in which the explainer provides justifications for a reasoning to be reused in future judgments  Reasoning strategy as in the use of neomycin (30)  Terminology identified in (31) for explaining the terms and concepts of the domain Explanation-aware computing becomes a necessity for all complex medical applications in which uncertainty and risks are the first preoccupation, and they are seriously considered because human life is at stake. Several researchers contribute the explanation in their medical applications as well as, e.g., MYCIN in bacterial diagnosis and therapy (29), Öztürk and Aamodt (32) in hypothesis and test strategies for diagnosis in Electronic Medical Record, and processing MR Images (33).
The Breast Cancer Prognosis
Breast cancer prognosis research refers to many techniques, including microarray (25), cytology (18-13) and mammography (19) . Cytology analysis is an indispensable test before any surgical intervention for distinguishing between malignant and benign tumors. (34, 35) In the literature, there are several computational techniques that have been used for the computer-aided detection and diagnosis of breast cancer. These techniques include artificial neural networks ANNs (14, 16, and 18), bayes network (12, 18) , genetic algorithms (19) , fuzzy logic (14) , linear programing (20) , SVM (18, 21) , and KNN (17) . And the different sources of information include microarray (12, 13) , mammography (12, 14, and 15) , and cytology (16, 17, and 20) . Figure 3 summarizes some of the published accuracies of these techniques. A promising result was generated by IK-CBRC cited in (22) and described in section 2.1, which used the hybrid and distributed approach in the automatic detection of malignant cancer class from the cytological images. The results are well described in (22) . Figure 4 describes the architecture of the explanation agent and its environment. First, the cytological images should be analyzed by Xcyt (34) , which is a remote cytological image analyzer, to create a query. The IK-DCBRC classifies the generated query to distinguish between the malignant and benign classes. The explanation agent explains the results of the previous diagnosis according to the rules of the explanation knowledge base and the logged information.
Results
Explanation process
Via the explanation agent's user interface, shown in Figure 5 , the user selects the demanded level of abstraction for the explanation. As in (29) (30) (31) , the explanation agent visualizes the trace of reasoning, justification, the terminology, and the applied strategy according to the selected level of abstraction. The cognitive agent for explanation defines the following three levels of abstraction:  Level 1: Ordinary explanations. In this level, the agent presents just the information that is needed about the class of the query, the disease, associated with the terminological explanations, the indexed links of useful wiki documents, and the cytological image.  Level 2: Deep explanations. In this level the agent adds the justification, the reasoning trace, and the strategy to the explanation presented in the prior level.  Level 3: Maintaining explanations. This level contains all kinds of explanations plus the professional information that can help developers understand the abnormality of the reasoning system in the case of errors. Figure 5 shows an example of explanation in which the user selects Level 3 and the log file of the breast cancer diagnosis case. After visualizing the explanation, in the reasoning trace, the first agent associated with the benign class generates that the diagnosed case is not similar with a rate of 17% and 83% unknown; the response of the second agent associated with the malignant class is 1% similar and 99% unknown. The response of the adaptation agent is malignant by using rule number 2, and no rule was used by the rule-based system. The terminological explanation also is presented with the wiki doc and the localization of the abnormality in the breast cancer pattern. The strategic explanation is ensured by visualizing the similarity function that was used and the weights of the features for each class.
Explanation example
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Discussion
As described in the comparative diagram in Figure 3 , in which the accuracy was between 86.5 and 98.5% and error rate was between 1.5 and 13.5%, the existence of risks in the automatic detection of breast cancer was proven. This risk changes from one computational technique to another. But researchers should detect and prevent doubts about decreasing these risks, and this is the aim of this contribution. In this paper, a cognitive agent was described for medical explanation by reusing the trace of reasoning, the case bases, and the adaptation knowledge base of IK-DCBRC. The interaction between the agent and the users is personalized and made meaningful via a graphical interface with the user. Many doubts can be detected by visualizing the explanations after the diagnosis. The multilevel of abstraction in the explanation process ensures an appropriate assignment of explanation according to the context of the uses of the application.
In Figure 5 , the explained case is well classified, but the decision was deduced with just 1% of membership in the malignant case base, which increases the doubts, but the explanation rule explains that the decision was deduced also by considering the membership of the case in the non-similar set of the benign class, i.e., 17%, which decreases the doubts about this diagnosis. Although the proposed solution decreases the risks of breast cancer prognosis, there are other sources of risks that are not considered as faults of measures, conflicts in the knowledge bases, and others. But the visualization of the reasoning trace can guide the detection of conflicts and faults.
Conclusions
This study makes an original contribution for the resolution of the problem of uncertainty in breast cancer prognosis supported by IK-CBRC. This contribution consists of introducing an explanation-aware computing process after the automatic detection of the class of breast cancer. The proposed solution impacts breast cancer diagnosis by sensitizing physicians to the entire context of the computer-aided diagnosis. Many of the advantages and benefits of this proposition are discussed and approved.
